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Sir: 

1* Per Holm, do hereby declare and Mate as JMfows; 

1 , I have read and am -familiar with the present application as it was Hied m the US. Patent 
and Trademark Office CUSPTO") on Mm 13, 2006, and the claims as amended by an 
accompanying AniendmeBi. A listing of the amended claims is attached m Exhibit A, 

X live claims of the present application are directed to solid pharmaeeutlca! composi tians 
containing a combination of polyethylene glycol and a polosamer, Ctaim 1 of the present 
application, as amended by the accompanying Amendment, reads as follows: 

L A solid pharmaeentlcal composition comprising tacrolimus in 
poly ethylene glycol having an average niolecnlar weight of at least 1500 
md a poloxatner, wherein the tacrolimus, polyethylene glycol and 
poloxamer are on a sol id carrier wherein the tacrolimus is present therein 
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lira eoneentmtion of between 0,01 V*/w% arid 15 Ww%* wherein tlie solid 
phattnaeeutieal is m pmiictil^ form, 

3 . I am the sole in vector of the subject matter claimed in the present applieati on , 

4. I further understand that the present application stands injected m obm&m over 
ititernatiorial Ptibfication No. WO 03/0400! ("WO '001 >> ) f which was published on January 16, 
2003. 

5. The face of WO "001 lists Anders Bunr, Midtlel Qnne Elema, Birgitte MaJlega&rd, 
Jannie Egeskov Holm, Kirsten Seh«itz ? and m§ m inventors* 

6; WO '001 discloses and dafois* among Other things, a method for the preparatiofi of a 
particulate material by control led agglomeration, 

7> I am the sole inventor of the disclosure in WO "001 of compositions containing a 
combination of polyethylene g! ycol and a poioxamer. 

8. Anders Buut* Michlei Onne Elema* Birgitte Mollegaard, Jannie Egeskov Holm and 
Khsten Sehuftz are not eo-inventors of the compositions containing a ebnibmation of 
polyethylene glycol and a poloxamer. 

9; I further declare that all statements made herein are 'based on information and belief and 
are believed to be true and that the^e statements were made with the knowledge thai willful fatee 
statements niade ai'e punishable by fi ne or Imprisoninent, or both , under § 1001 of Title If of the 
United States Code and that such willful false statements may jeopardise the validity of the 
application or any patent issuing thereon. 
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EXHIBIT A 

I, A solid phafraaeenticat composition comprising tacrolimus m poiyeihyleiie glycol having 
an average molecular weight of at least 1500 and a polo?camer, wherein the tacrolimus, 
polyethylene glycol md p&kmmrmr are on a solid carrier* wherein the tacrolimus is present 
therein in a concentration of between 0,01 w/w% and 15 w/w%, wherein the solid 
phaitttacentical is in particulate form. 

.2, (Canceled) 

3, The solid pharmaceutical eomposhfoii according to claim I , wherein the tacroimus is 
partly dissolved in the polyethylene glycol and the poloxamer to form a mixture of solid 
dispersion and solid solution at ambient tempemtwre. 

4, The solid pharmaceutical contposition according to claim l v wherein flic tacrolimus is 
fully dissolved in the polyethylene glycol and the pofoxamer to form a solid solution at ambient 
temperatui'CL 

5, The solid pharmaceutical composition according to claim L wherein the polyethylene 
glycol and the poloxamer has a meltlrig pmnt of at least 30 °e, 

6, The solid {iliarmaceutical composition according to claim I v wherein the concentration of 
taerolimus in the vehicle is at the most I Ow/w%, 

7, Hie solid pharm aeeui i eal composition according to claim 1 . wherein the concen tratian of 
t&cmi inius in the veh tele is at least 0.05 w/w%. 

JL The solid pharmaceutical composition according to claim 1, wherein at least SO w/w% of 
the tacrolimus is released within 30 minutes* when tested in any dissolution test according to 
13 SP using an aqueous dissoliition medium. 
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9, The solid pharmaoeiMkal eompo^iipn according to claim I * wherein at least 75 w/w% of 
the taemiirniis Is released within 40 minutes, whm tasted in any dissolution test according to 
USF using an aqueous dissolution medium, 

10. The solid pharmaceutical composition according to claim 1 , where in at l east 90 w/w% o f 
the tacrolimus is released within 60 minutes, when tested hi any dissolution tesi aeeoi^ing to 
USP using an aqoeoii s dissoluti on medium. 

it- 15, (Canceled) 

16, The solid pharmaceutical e^mposition .according to claim I, wherein the mixture 
comprises a polyethylene glycol and a poloxamer m a pixsportion of between 1 >3 and 10:1. 

17, Tile solid pharmaceutical composition acceding to claim 16, wherein the poipxamer k 
poloxamer 188, 

18, The solid pharmaceutical composition according to claim 1 6 r wherein the polyethylene 
glycol has an average- molecular weight of about 6000 (PBG600O), 

19, The solid pharmaceutical composition according to claim 1 ? comprising one or more 
pharmaceiit i call y aeceptabl e exeipients* 

20, The solid pharmaceutical composition according to claim 19, wherein the 
phafmaeeutie&Hy acceptable exeipienis are selected from the group consisting of fillers, 
disintegrants^ finders and Ii* bricants, 

2L (Canceled) 

22. The solid pharmaceutical composition according to claim U wherein ilte particles have a 
geometric weight mean diameter dg W from 10 jim to 200$ pm, 

23, The solid pharmaceutical composition according to claim I , wherein the particles have a 
geometric weight mean diameter d gw from 50 pm to 300 pm. 
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24. A solid dosage form comprising the solid pharmaceutical composition according to claim 
19* which m a solid oral dosage form, 

25. The solid dosage form according to claim 24, which is a unit dosage form, 

26. The so Hd dosage form according to Mmm 24, which forther compri se$ a phami^eut ical ly 
acceptable additi ve selected from the group consisting of flavoring agents, coloring agents, taste- 
masking agents, pll-adjt$sting agents, buffering agents, preservatives, stabilizing agents* anti- 
oxidants, wetting agents, fernidity-^ suAce-aetive agents suspending agents, 
absorption eiihaneing agents and release modifying agents. 

27. The solid dosage form according to claim 24, wherein at leas! one pharmaceatical 
acceptable exeipieM is selected from the group consisting of silica acid or salt thereof 

28. The solid dosage form acceding to claim 24, wherein at least one pharniaceiitieaily 
acceptable excipient m a silica acid or salt thereof 

29. The solid dosage form according to claim 24, wherein at least one pharmaceutical 
acceptable exeipient is silicon dioxide or a polymer thereof 

30. {Canceled) 

31. The solid dosage form according to claim 26 comprising one or more retease modilying 
agents selected from the group consisting of water-niisci hie polymers, water-insoluble polymers, 
oils and oily materials. 

32. The solid dosage form according to claim 3 1 s wherein the wateNnsoiuhle polymer is 
selected from the group consisting of ethyl cellulose, cellulose acetate, cellulose nitrate, and 
mixtures thereof 

33. The solid dosage form according to claim 31, wherein the oil or oily material is selected 
from the group copsi sting of hydrophilic and hydrophobic oils or oily materials. 
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34, The solid dosage form according to claim 31 s . wherein the oil or oily materia! is 
hydrdphi lie arid selected fmm the group consisting of po I yether glycols and mixtures thereof: 

35* (Canceled) 

36. Hie solid dosage form according to claim 31, wherein the oil or oily material m 
hydrophobic and selected from the group cousisting of straight chant saturated hydrocarbons, 
sorbltan esters, paraffins^ fais and oils; higher fatty acid, stearic acid, myrjstic acid, palmitic acid, 
higher alcohols, low nieltlng point waxes, substituted and/or tmsubstHuted diglycerides, 
substituted and/or imsyhstituted triglycerides, yellow beeswax, white beeswax, earnauba wax. 
castor wax, japajri \vax ? acetate monoglyeerides; NVP polymers, PVP polymers, acrylic 
polymers, and rnixtures thereof, 

37, The solid dosage form according to claim 36; wherein the oil or oily hydrophobic 
material has a melting point of at least 20 °C 

35, The solid dosage form according to claim 31 ? wherein the water-Biiscibte polymer is a 
.cellulose derivative selected from the group consisting of hydroxypropyl methylcellidose 
(HPMG)i hydroxypropyS cellulose (HPC), methylcellulose,. sodium carhoxymethyleelluiose, 
hydroxyeihyJ cellulose, polo&amers, polyoxyethylenc stearates^ poly-s-eaprolaetone, 
poiyvinylpyrmlidone (PVP), polyvinylpyrrolidoue-polyvinylaoetate copolymer PVP-PVA, 
polymet^acrylie: polymers and polyvinyl alcohol (PVA), poly (ethylene o&ide) (PEG) and 
mixtures thereof 

39; The sol id dosage form according to el aim 38, wherein the polymetbaeryl ic polymers are 
selected among Eodiagit® RS, Budragit® RL, Eudraglt® MB and Eudmgit® E, 

40. The solid dosage form according to claim 3 L which is entero-coated using a water- 
miseihte polymer having a pll-dependaiit solubility m water, 

4L The solid dosage form according to claim 40, wherein the water-miseibte polymer ts 
selected from the group consisting of polyacryiamides; cellulose acetate phthal&te, cellulose 
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acetate t^cpfei^alat^.- c^ll»Icxs& : -w^e^e isophi^aSaie, cellulose ester phthalates, ceiluSose ether 
phthalates, hydroxypropyt cellulose phihalate, hydros ypropyieelln lose, acetate phihalate, 
.'hydroxy propyl ethyleeflulo^e phthalate, hydroxypropyt meihyleeMutose phthatate (IIMFGF)* 
niethylcelfulose phthalate, met byl cellulose acetate phlh^iate, polyvinyl acetate phthalate, 
polyvinyl acetate hydrogen phthafate* sodium cellulose acetate phihalate, starch acid pbthalate; 
polyvinyl acetate phthaiaie (PVAP); hydroKyptopy! methyfcellulose acetate succinate 
(HPMCAS), €arb0Kymethytcel!ul0se, cellulose acetate trimeilitate; alginates; earhomers; 
polyacrylic acid derivatives, polymethacrylk acid and esters thereof; poly acrylic methacrylie 
acid eopoJyma^ methaery lie acid copolymers, styrene-maieie acid dihutyl phthaSate copolymer, 
styrene-maieic acid pofyvinyiacetate phthalate copolymer styrene and maleie acid copolymers; 
shellac, starch glyeolat; poiaerylln; vinyl acetate and crotonic acid copolymers and roixturas 
thereof 

42. The solid dosage form according to claim 4% which upon oral administration to a 
mammal in need thereof releases at the most about IQ% w/w of the tacrolimus within the first 3 
hours following administration* 

43. The solid dosage form according to claim 24, wherein the solid dosage form upon oral 
administration to a mammal in need thereof provides an AUG dr Cm* -df teembmus that is 80%- 
125% of that provided by a capsule dosage form approved under U.S. Food and Drug 
Administration NDA No. 050708, wherein the dose of tacrolimus administered with the solid 
dosage form is at the most about 85% w/w of the dose of tacrolimus administered in the form of 
the capsule dosage form appmved under NDA No, 050708. 

44. The solid dosage form according to claim 24 v wherein the solid dosage form upon oral 
administration to a maipnaJ in need thereof releases at least 50% w/w of the active ingredient 
within 24 hours, 

45-50, (Canceled) 

5 J , A method for the preparation of the solid pharhtaceuticaJ composition according to claim 
L the method comprising the steps of (a) dispersing and/or dissolving tacrolimus in a 
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polyethylene glycol having an average molecnlar weight of at least 1500 and a poioxamer to 
form a mixture, and (b) spraying the mixture onto a solid carrier to obtain the solid 
pharniaceutlcal composition, 

52. The method according to claim .,5.1, wherein siep (a) U performed in. the absence of an 
organic so! vent 

53. A solid pharnvaceiitlcaS coirjposiiioo prepared according to the method of claim 5 ! ... 

54. A sol id pharmaeeutiea ! composition prepared according to the method of el aim 52, 

55* The solid pharmaceutical composition according to cMm l v wherein the solid 
pharmaceutical, composition is a tablet 

56. A solid pharmaceutical composition comprising tacrolimus dispersed or dissolved, in the 
absence of an organic solvent^ in polyethylene glycol having an average mo leeuSar weight of at 
least 1500 and a poloxamer, wherein the tacrolimus is present therein in a concentration of 
between about 0*01 w/w% and about I S w/w%* wherein the solid pharmaceniical Is in particulate 
form, 

57, The solid dosage form according to claim 3 )V wherein the release modilymg agent is 
hydrexypropyi methyjcellii 1 ose (1 IPMC). 
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